Abstract: Parkinson's disease (PD) is a progressive neurodegenerative disorder. Gait impairments are common among people with PD. Wearable sensor systems can be used for gait analysis by providing spatio-temporal parameters useful to investigate the progression of gait problems in Parkinson disease. However, various methods and tools with very high variability have been developed. The aim of this study is to review published articles of the last 10 years (from 2008 to 2018) concerning the application of wearable sensors to assess spatio-temporal parameters of gait in patients with PD. We focus on inertial sensors used for gait analysis in the clinical environment (i.e., we do not cover the use of inertial sensors to monitor walking or general activities at home, in unsupervised environments). Materials and Methods: Relevant articles were searched in the Medline database using Pubmed. Results and Discussion: Two hundred ninety-four articles were initially identified while searching the scientific literature regarding this topic. Thirty-six articles were selected and included in this review. Conclusion: Wearable motion sensors are useful, non-invasive, low-cost, and objective tools that are being extensively used to perform gait analysis on PD patients. Being able to diagnose and monitor the progression of PD patients makes wearable sensors very useful to evaluate clinical efficacy before and after therapeutic interventions. However, there is no uniformity in the use of wearable sensors in terms of: number of sensors, positioning, chosen parameters, and other characteristics. Future research should focus on standardizing the measurement setup and selecting which spatio-temporal parameters are the most informative to analyze gait in PD. These parameters should be provided as standard assessments in all studies to increase replicability and comparability of results.
Introduction
Parkinson's disease (PD) is a chronic neurological disease characterized by deterioration of the dopaminergic neurons in the brain. Patients suffering from this disease manifest disorders that affect motor behavior and compromise the quality of life.
Motor symptoms and gait impairments are among the issues that most affect the quality of life of patients with Parkinson's disease. PD patients can exhibit slow gait with less foot clearance and smaller step lengths with respect to healthy individuals [1, 2] ). PD patients consider the progressive loss of motor autonomy the first and most worrying symptomatology [3, 4] . This is one of the reasons why having effective and reliable tools for gait analysis is paramount. Wearable sensor systems can 
Clinical Application
The walking of patients with PD is characterized by alterations (with respect to healthy subjects) of the most important spatio-temporal gait parameters such as gait velocity, cadence, stride time, and length, parameters also known to degrade with disease progression. The assessment of walking is part of the most common PD rating scales such as the Unified Parkinson's Disease Rating Scale (UPDRS), Hoehn and Yahr (H&Y) staging, and the Schwab and England rating of activities of daily living. Recent technological developments provided clinicians with new tools to evaluate treatments in a more objective way. In the last few years there has been a growing interest for developing technologies and methods for enabling human motion analysis. Specialists are focusing more than ever on products that perform a clinical and biomechanical evaluation in a way that is as much as possible cheap, fast, and effective. Gait analysis using wearable sensors is expected to play an increasingly important role in neurology and other clinical fields. By using inertial sensors, it is possible to detect and characterize specific movements and register variations in the clinic (supervised by a clinician) and monitor activities of daily living of people with Parkinson's disease in their own home (unsupervised) . In this review we focus on using inertial sensors for gait analysis in the clinic environment (i.e., we do not cover the use of inertial sensors to monitor walking or general activities at home, in unsupervised environments where the registration of freezing or tremor event frequency, duration, and intensity may also be a useful wearable sensor application). We want to provide an overview of the recent (last 10 years) state of the art in this field, characterizing current usage and possible limitations. We excluded conference proceedings, articles reporting results from less than 10 PD patients, that did not assess gait, or that assessed gait over a walking distance shorter than five meters. As a Figure 1 . Electronic board of a wearable sensor with an inertial measurement unit (IMU).
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Materials and Methods
Review Process: Search Strategy and Selection Criteria We excluded conference proceedings, articles reporting results from less than 10 PD patients, that did not assess gait, or that assessed gait over a walking distance shorter than five meters. As a note, "3000" as year of end is the default PubMed option when performing a search until the current day. note, "3000" as year of end is the default PubMed option when performing a search until the current day. Figure 2 presents a flowchart of the review process. 
Results
Format and Disambiguation
Our search selected 36 articles. They are summarized in Table 1 . We reported the most commonly derived parameters for spatio-temporal gait analysis. Regarding sensor locations, we grouped together IMUs on the lower part of the leg but listed sensors on foot or feet separately. The Hoehn and Yahr scale (H&Y) is provided as a clinical rating scale evaluating progression in Parkinson's disease stages. A better consistency and standardization in placing and in reporting should be done in the future. For example, "shin" and "shank" refer to the same part of the leg: the tibia. Also, placement on the shins, ankles and on the feet can be ambiguous and mean different relative positions (lateral, front, different height or relative positions). Furthermore, the asymmetry column is checked if in the article there is at least one parameter related to the right-left difference of one of the parameters in the table (thus, asymmetry of right-left arm, which is present in some papers, is not considered in Table 1 ). 
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Sensor Number and Placement
Different numbers of wearable sensors were used and placed on different parts of body, as shown in Table 1 .
The average number of sensors used in these studies is 3.2 ± 2.4 (± one standard deviation) with a minimum of 1 and a maximum of 8. The most used set-up is with a single sensor (13/36) . When a single sensor is used, this is most frequently worn on the lower back (8/36). The lower back position (alone or with other sensors) is used in total in 55.6% of the studies. Other common positions are the position on both ankles (or tibias) and on both feet, found respectively in 41.7% and 30.6% of the articles. In many studies the position on the ankles/shins/shanks or feet are mutually exclusive, showing that they are mostly considered as alternative for gait analysis. The chest position is also present (25%). The chest and lower back are used both together and as alternatives. They both reflect trunk movement. Sensors are also placed on wrists in some papers, mostly to detect arm swing and its right-left asymmetry (Figure 3) . 
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In this review we did not find one particular multi-sensor set-up that is used by most of the studies but a wide variety of combinations. A consensus in this regard in the clinical research community is still to be gained, in terms of sensor numbers and positions, probably in a trade-off between the number and accuracy of gait parameters and clinical usability. Thus, related themes that would deserve further investigation are accuracy, redundancy, and comfort of different positions. In general, research work on what is the minimum set-up to guarantee a certain level of accuracy on a specific set of parameters would be very useful for clinical research. In this review we did not find one particular multi-sensor set-up that is used by most of the studies but a wide variety of combinations. A consensus in this regard in the clinical research community is still to be gained, in terms of sensor numbers and positions, probably in a trade-off between the number and accuracy of gait parameters and clinical usability. Thus, related themes that would deserve further investigation are accuracy, redundancy, and comfort of different positions. In general, research work on what is the minimum set-up to guarantee a certain level of accuracy on a specific set of parameters would be very useful for clinical research.
Spatio-Temporal Parameters
Regarding the gait spatiotemporal parameters, significant differences were found between the selected articles, as indicated in Table 1 . This is clearly related to the different set-up (number and positions of sensors that were used). As a clarifying example, we found that foot clearance was only calculated in two studies which used sensors on the foot. As expected, and as shown in Figure 4 , gait speed is the most common parameter reported in these studies (although not in all studies), appearing in almost 90% of them. Other studies reported stride velocity, which should reflect the same underlying parameter. We grouped together the two in the table. Cadence, which is also reported as step frequency, is present in 61% of the studies. Stride length, which can be particularly useful to evaluate PD patients (who often may exhibit short steps), is present in 52.8% of the studies. Stride time, which is also referred as gait cycle duration, has been calculated in 41.7% of the studies.
Step characteristics are also often evaluated, sometimes in addition to stride characteristics and sometimes in alternative.
Step time and step length are reported by 27.8% and 25% of the studies, respectively. Variability of both stride and step characteristics is reported less than the normal value. Among variabilities, stride time variability is the most reported one (22.2% of the articles), followed by the (related) variability of step time (11.1%), and the variabilities of step length (8.3%) and stride length (5.6%). Right-left asymmetry is also reported for at least one of the parameters in the table (16.7%). Very specific parameters related to the spatial position of the foot (foot clearance, heel strike and toe off angles) are reported only in two studies (5.6%). Instead, time parameters related to the characteristics of the gait cycle ( Figure 5 ) like double support, stance, and swing time are reported between 22% and 25% of the times. These parameters are reported as percentages or as durations (seconds). In the majority of studies, the spatiotemporal gait parameters derived were known or derivates of metrics already established in gait laboratory assessments using e.g., video-capture. Thus, the parameters' value for outcome assessment or diagnostics was largely assumed as given. Novel parameters enabled by the new sensor modalities such as for example gait complexity measures [43] or body segment coordination variability [44] have not yet been explored much and would require a more systematic validation approach for its construct, discriminative power, and minimal clinically important difference (MCID), or as a clinical study endpoint. 
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Characteristics of Patients
Studies included an average of 51.3 ± 48.8 patients, with a minimum of 10 and maximum of 190. We excluded papers based on less than ten patients. Most studies (72.2%) reported Hoehn and Yahr staging of disease, so it is recommended that new studies report this value. Some of the studies additionally (or alternatively) report the motor score of the Unified Parkinson's Disease Rating Scale (UPDRS), which can indeed be useful to further characterize the cohort of patients. Unfortunately, some studies did not report these values at all, making it difficult to draw conclusions on effectiveness or to compare with other studies.
Discussion
Besides the reported and structured analysis based on Table 1 , we also observed further promising approaches for assessing PD patients using wearable IMUs, that could be relevant for further investigation. First, besides the reported parameters, which are the most common in studies performing gait analysis, other potentially meaningful parameters were also collected in some of the reported studies. As an example, besides the already reported arm swing asymmetry, these were: stride regularity, harmonic ratio, and turning characteristics (for the tests that included turning). With motor asymmetry being a characteristic of PD-related abnormalities in locomotion [45] , bilateral measurements and asymmetry parameters seem promising disease-specific sensor metrics. Thus, obviously our review is not exhaustive and further work may be done for other sets of parameters.
Regarding the type of gait tests, we excluded the ones with a walking distance of less than 5 meters in order to obtain only tests where continuous walking was less affected by the start and stop phases of gait. We observed a variability in the distance walked and in the type of gait test, which may be an important aspect to investigate further which could also benefit from standardization.
Finally, some papers report reference values for their parameters, which could aid the exchange and comparison of results, while others do not. Some also present values from healthy controls, which can help in evaluating the usefulness of parameters in characterizing PD impairments. Furthermore, some papers perform comparison with gold standards (or use methods that were previously compared with gold standard technologies), while others do not. This may also impact on reliability and comparison across results. It is clear that every IMU system used to quantify gait in PD should have been previously validated in PD patients with respect to a gold standard such as an optical motion capturing system.
Conclusions
This review aimed at showing the state of the art in performing gait analysis with wearable sensors and the related variability across studies regarding characteristics such as the number and positions of the sensors, the reported spatio-temporal parameters, and so on. Consensus on the assessment protocols and selected parameters is still missing with wearable technology, which is a new technology still maturing. Still, it offers the possibility to be used in many applications and it provides the assessment of known and novel digital gait parameters. This review can be seen as a 
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This review aimed at showing the state of the art in performing gait analysis with wearable sensors and the related variability across studies regarding characteristics such as the number and positions of the sensors, the reported spatio-temporal parameters, and so on. Consensus on the assessment protocols and selected parameters is still missing with wearable technology, which is a new technology still maturing. Still, it offers the possibility to be used in many applications and it provides the assessment of known and novel digital gait parameters. This review can be seen as a first step toward defining a consensus set-up (or a number of set-ups that can be suggested for different parameters), and a minimum subset of parameters that should be present in all studies. Furthermore, several points to increase standardization, replicability, and comparison across studies were raised.
Despite the fact that we considered only relatively recent articles, we observed a very high variability in the number and positions of these wearable sensor. A single common set-up was not prominent. Set-ups with between one and eight sensors, in different positions, were used. However, we found that the most used set-up was with a single sensor on the lower back, which obviously poses a trade-off in the number of spatio-temporal parameters that can be effectively recorded (e.g., it would not be possible to report foot clearance). Further research is needed to recommend the best set-up (or the best set-ups if two or more set-ups are equivalent) for assessing a set of spatio-temporal parameters. Regarding this, we also found a very high variability concerning the different spatio-temporal parameters reported. Also, further research should be performed linking the position of sensors and the parameters that can be obtained from those positions. Parameters should be evaluated with respect to their usefulness in clinical practice. Thus, the choice of number of sensors and sensor location(s) should be driven by the clinical relevance and required accuracy of the specific gait parameters and the usability of the set-up. Gait speed, cadence, and stride length were the most reported parameters; further work should be done to choose the most effective parameters for different aims (e.g., to evaluate fall risk, to evaluate efficacy of a treatment, to evaluate difference between health and PD etc.). In a patient-centric approach the development of wearable sensor assessment protocols and derived outcome parameters should consider the usability aspects of the test as well as the impact of the derived outcome metrics for the patients in order to establish the method in clinical routine. In such an approach, the wearable sensor technology's capacity to quantify upper extremity locomotion (which was not the focus of the present paper) could also be evaluated, independent by itself or simultaneous and in relation to gait.
Cohorts of patients present in the studies were up to 190 patients, with an average of more than 50 patients. Recently there has been a number of studies with a relatively high number of PD patients using wearable sensors, showing increasing usage and interest in clinics and research. The presence of healthy matched subjects (not present in all studies) would be advisable. The characterization of patients with at least the H&Y stage is advisable, preferably adding further information such as the UPDRS motor score.
To summarize, approaches to gait analysis in PD patients are various regarding the type of sensor, sensor location, measurement duration/length, gait parameters, and clinical measures of patients. No consensus is present yet. Currently in the literature there is not enough evidence to support an informed clinical decision about the best system characteristics (number and positions of sensors) to choose to obtain effective clinical outcomes.
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